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ANDA 74-750

LEK Pharmaceutical and Chemical Company d.d.
Attention: A. Gasperlin

333 sylvan Avenue, 2nd Floor

Englewood Cliffs, NJ 07632

Dear Sir:

This is in reference to your abbreviated new drug application
dated September 15, 1995, submitted pursuant to Section 505(j) of

the Federal Food, Drug, and Cosmetic Act, for Acyclovir Capsules,
200 mg.

Reference is also made to your correspondence dated March 26,
1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Acyclovir Capsules, 200 mg to be biocequivalent
and, therefore, therapeutically equivalent to the listed drug
(Zov1rax Capsules, 200 mg of Glaxo Wellcome, Inc.). Your
dissolution testing should be incorporated into the stability and
quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submlt both copies together w1th a_copy of the proposed or flnal



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincgrely yours

2.2 < . /a/
Douglas L./-Sporn .
Director 72z "97
Office of Generic Drugs

Center for Drug Evaluation and Research
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LEK Pharmaceutical and Chemical Company d.d.
Attention: A. GasSperlin

333 Sylvan Avenue, 2nd Floor

Englewood Cliffs, NJ 07632

Dear Sir:

This is in reference to your abbreviated new drug application
dated September 15, 1995, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Acyclovir Capsules,

200 mg.

Reference is also made to your amendment dated February 16, April
17, April 22 and August 7, 1996, and February 19, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly your
application is tentatively approved. This determination is
contingent upon information available to the Agency at this time,
(i.e., information in your application and the status of current
good manufacturing practices of the facilities used in the
manufacturing and testing of the drug products) and is,
therefore, subject to change on the basis of new information that
may come to our attention. The reference listed drug product
upon which you based your application is subject to a period of
patent protection and, therefore, final approval of your
application may not be made effective pursuant to 21 U.S.C. 355
(3) (4) (B) (ii), until the period has expired, i.e., April 22,
1997.

Please provide the Agency, at least 30 days prior to April 22,
1997, an amendment to this application. This amendment should
identify changes, if any, in the conditions under which the
product was tentatively approved and should include updated
information such as labeling, chemistry, manufacturing, and
controls data as appropriate. This submission should be
designated as a MINOR AMENDMENT in your cover letter. 1In
addition to, or instead of, the amendment requested above, the
Agency may, at any time prior to the final date of approval,
request that you submit an amendment containing the information

described above.



Failure to submit such an amendment requested by the Agency will
prompt a review of the application which may result in rescission
of this tentative approval letter.

Any significant change in the conditions outlined in this
abbreviated application requires Agency approval before the
change may be made effective.

Prior to the issuance of a final approval letter by the Agency
your products are not to be deemed approved for marketing under
21 U.S.C. 355 and will not to be listed in the "Approved Drug
Products with Therapeutic Equivalence Evaluations" list,
published by the Agency. Should you believe that there are
grounds for issuing the final approval letter prior to April 22,
1997, you should amend your application accordingly.

At the time you submit any amendments, you should contact Mr.
Timothy W. Ames, Project Manager, at (301) 594-0309, for further

instructions.

The introduction or delivery for introduction into interstate
commerce of the drug before the effective approval date is
prohibited under 21 U.S.C. 311(d).

Slncerely yoursd
/

/ T‘ —
Douglas L. Sporlf/@’b
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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Each capsule

ACYCLOVIR TABLETS
ACYCLOVIR CAPSULES

DESCRIPTION: Acyclavir capsules and inbiels are lermulations of an
arrivieal drug for oal admiisiratien. Each capeuls et Aoyclevir centaing.

” conmets of geistn, Hanium
dioxice and water. wm.ﬂwmnmmmom

Each 800 mg tadiet of Acyckve contsis 800 g of soyciovs and e
stearale, micro-

crystaibew coliuicse. pavidons, and sodium stech giycolase.
Each 400 mg tablet of Acyclavie conteine 400 mg of acyclovir snd the
inackve ingrecients colioidel iioon dionide, MAQNEsiuM Slearsie, Mmicre-
crystaling Geluiose, povidone, and sodiun siarch giycolate.
L]

acycloviria (2
Mt the follrwing suchucsl formuke:
o

N
HN \>
HoN" Sy N
CH,OCH,CH,OH

The motecuer formuls of acyclovr is i NSOy, Acyciove ie & while &
of-wivie Crystalhne powder with & meincules weight o 22521 and 3
mazimum solubidy i waler o1 2.5 mgml. at 37°C.

CLINICAL PHAMMACOLOQY: Mechaniem of Antivirst Effects:
Mﬁiu-wmmwwmnmmn
v imhibitary activity Twmen hames vruses inckxing hepes
simples ypes (Nsvunazmsvz).wuc.-mm(vzw
Epaioin-Bar vinss (EBY) and cylomegelovirus {CMV). In oall cuture, acy-
cove has the highest anbvind achity HSV-1. fotowed in
decremging order of potency ageinet HSV-2, VZV. EBV and CMV.!

The inhisary ackwy ef acydaws for HSV- |.nsv-z.vzv.-uslv s
T et

tghty etachs.
n-dn-nlm s 8 subswale, Howevwr, TK
encoded by HSV. VZV, -uswzummmm
monophesphale, a rucieoiie analegue. The Mmonophesphels i further
nase and ivw righos-
mw-mnwmimmm
ferss with hampas mmwm“mnm
tophcation.

acyclovr Wipheephats can be
incorporated infa grawing chaine of DNA by wral DNA. uan
.m-m—-mq_.m.oup»r-—

unmuwm.ms m-m

Poevrus inlected oels. Thus, scyciovr i much lees BXIc it v tor fos-
mal uninlecied cels bacause: 1) lees i tskan 1§ 2} less i converted e
the active lorm; 3) cskular «-DNA polymerase i lnes senaiivg 10 the
aftects of ihe actve ko, lmm.dmmm

calle is not clearty but ey involve

Acyclovie
-wmmnmenv
8000UTH 101 the reouCRd mmcepiibiity of CYlSMegaloviue 1s acyclevie i
L

The . [ e in vi
ﬁﬁ.’mmﬂ-ﬂmmmkm‘ and the
MIWB?‘&'MMIM“MMW v
virus senstivity lesbng has nul been standarszed. BSenalinity Weeting
conutty, enpressed M ihe conceriabien ol mmumnm
e growth of virus i oail culkure ({Disg!. vary Qreatly depending upon the
parscular aseay used.” tha cell ype emphyed.5 and the leborstory per-
forming the lest.! The (Dgy of acyclove againet HSV-1 isolaiss may
range from 0.02 mogiml (plaque reduction in Vere cells) & 59 B
13.5 mogAmi. (Plaque recuCHON in gresn Monkey Mdney [GAMK) cele). |
The Dy agawel HEV-2 ranges from 0.01 mog/mL b 9.9 moghel
(ummmmvnmmmw
Using & dye-uplake method in Vero celle? which gves 1055 valuse
sppeoximioly S 10 10-old higher than plague Meduction sesays,
1417 HSV imolates (553 HSV-1 and 864 HAV-Z} from apprezimalely
S0D paveris ware axemined aver 8 S-year period. !0 Thess aseays lound
$hat 90% of HSV-1 molaies were sermtive 1o 0.9 megAmL acysiow ana
S0% of 84 molales ware sensibve b SD.2 mog/mi. acyclove. For HSV-2
Solaten, 0% were sansitve 10 2.2 mog/ml. and 50% of a8 Isoletes were
sereaive ko 0.7 mog/ml of acyclevir. hoises with sgrioantty
diminished senativity wers found n 44 patiends. H must ba smphasized
Ihat neither ne patenia nor he isclales were randomiy selected and,
theralore, do o represent the ganeral population.

Most o the lese sensitve HEV clnicel ieoiales hiave been reletively deti-
Gent i e virat TR 1119 Sysine wih shersbone in wal TK20 or vieat
ONA polymerase?! haws aise beer reporied. Prokonged exposcre 1o iow
‘concentretons (0.t mog/mi) of acyclovis int call culture Nas tesuled in the
ot & vanety of soy srane.22
The 1055 aganist VZV ranges from 0.17 1o .53 mog/me. (péed recuchon,
human foreskin fbrobiasts) to 1.85 o 3.98 mog/mb (loch reduchon,
human embrys Mrodiasts [HEF]). Reproducson of EBV genome w sup-
presesd by 50%  superintecied Raj celle or PIHA-L
oty by 1.5 mcgimL acyciovir. CMV 1 relatively esiianl 1o acyClovr with.
D50 valuos rangmg trom 2.3 1 17,6 mog/mL ipleque recuckion, HEF
oeis} ko 1.82 %0 50.8 mogimi (DNA hybridization, HEF celis). The latent
stale of the genome of any of ihe human herpasvinmes is not known 1o
0o senmitve 1o scyciovir.t
Pharmasekinetics: The pharmacoknelics ol aCyclovir 2iter ocal Rdmin-
iswaton have been evalusied in 8 cincal studes invoiving 110 adlt
pebents. In one study of 38 patents
with harpes simgiea of varcelia-zoster ivlackon, aCyclowr Capeules were
acdministered i dosas b 200 1o 1000 mQ every 4 hours, 6 mes daily or
§ days, and steacly-siate pisama levels wers raached by the second day
of dosng. Mean steacy-staie peak 8nd Fough concentrakons lodowing
ta finel 200 mg dose ware 0.49 mog/ml. 10.47 to 0.54 moghmiL) and
.31 mog/mi (0.18 10 0.41 mogimL, respeciively, and lohowing e hal
800 mg dose wers 2.8 mogml (2.3 e 3.1 mog/ml} and 1.8 moginl.
u:nu 25 mogaml), w 0 another uncanroted sludy of
20 younger -
plax wiechans. mhulnols‘nl wore ldmn-lemdlnmulolmmq
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pebeta. In sne Wy of 35 [

wih herpes simpiex s varoek oapeuien
#2000 g overy 4 haure, & bmes daly for

S daya, ovels

of comng. Mean o8 poak and Fough conoenraions ofswing

e il 200 mg doss wers 0.49 moginl. (0.47 e 054 mogml) and
031 mog/mL (0.18 19 0.4 1 mog/mL), mupechvely.

wmmmmm—unmdm-n
mlmt“ﬂ,hrlmhm*

frough 1.4 mogimi. {008 © h.wwmd
o.ssmnuhunw mepectvely.

n generw, e phamacetinetcs of AcyCleir in childven u simier 1o
adufis. Moan hel-3e atier oral doees of 300 moi 2 end 600 morme, in
mTlmhly-‘—zﬂhnmlﬂb

in.3 chiterent o biovaiiahitybissquivalonce shudy in 2¢ e
oars, sne acyclovir 800 mg »
1o four acyclevir 200 mg capales.

m-m-m"u—u-\-—--—-nq-
Clovis 25 918 200 MmQ Capeule, $Ae J00 Mg tabist and ene 800 mg tebist
8 s dedy, absorption decresesd wilh incrassing
matact bioavelebiiies ¢! acyclavir ware 20%, 15%, and 10%. reapec-
Vealy, mm—hmhmun.mun
SOychovir I not
hmﬂmu“ywmq-mnhmm
maady-siate peak 8nd irough Goncentralions of scyuovir wers 0.83 andt
aamlzlmwmnvnmmmhn
200, 400 and 800 mg dosage regimens, respectvely,
I ancther shudy, the inusncs of leed #n 1he sbeamben of soydiew was
ot apparent,
Follawing eral administration. $he mean pissma hall-tle ol acycleve
vehuntonrs and patients with normal renal anciion ranged fem 2.5 1o
3.3 heurs. The mesn renal excretien of unchenged drug accsunts for
N“ L1 Y h uh)dunqwmmww
n
9 lmnmm.nmu«mnuuqan-
2n0a o acyclovic am sapendent on renal kuncion. A desege adjusiment
in recomenended fer patients with recuced rensl luncion (ses DOSAGE
AND ADMINISTRATION).
Qrally adminisiered aoyclovie i chikdren lass than 2 years of age has not
yo1 haen haty shuched.
INDICATIONS AMD USAGE: Ayciovir capeuies ad inbietn are indical-
wdior of iritiel apioeces and e of recurmant
opisodes of genitel herpes in Certain patents.
Acyclovie Capeuies and izblets ste indicatad for the acile Featmant of
hepes zoster (shingies) and chickenpox (variceka).
Ganitet Herpes Infoctions:
The severily of dinease i variable depending upon the immuns stk of
numnmmmnndmnnmm
Mum i iemant.

-u-\.»
m--q.uum-m-p-*m n-mm
#nd peycho-sociel diticulies posed by harpes iecscns s well as e

neece. Thua, oraly administersd acyclovir is net appropriate in Frueiing
2l gonital herpes infections. The isliowing guidelines may be usehd n
waighing . In apecific: o
First Epieades {primary e monprimary inkectione-commonty knewn as
il gunitnl harpes):

Doublebind, plecsbe-contoled shules?24.25 ngve demorwiraled
that orly administered acyclovir signilicantly reduced the duratien of
MMMndmhmqmn‘-ﬂmmn
healing. Poin and tarw lpsion

sora pabert oreups. The prompinams of inieton of therpy andier the

mmnm.mwmtmwmhmm
-uvmmw

162632
m-ﬁh—u—lwn-n-wd-n-w)m
shown tha) orally agminiskerad acyclovir

rences in greater then $6% o patierts.

in 8 study of 263 pattents who recsived 400 mg (twe 200 Mg capsuise)
wice dully for 3 years, 45%. 52%. and GY% of palients remained iree of
recunences in he frst. secend, and TWrd years, respeciely. Serial
sralyses of the 3-month rcUTencs Fies ot e 263 putients simwed
71 71% 10 87% were recurmence-see in each quarer, indicating that the
ehocts are congistent ever Sime.

The requancy and severily of spwadns ol urirasied genital herpes may

focyire & sl OF acyclevir 1o assess the need lor reineiiuton of sup-

Powve herapy. Some patients, sch 28 1hose with very Fequent o

Severe epieodes befors Kreetment, My wamant unesberupied SUpres-

en 1e¢ more than & year.

Chworic tharspym

anm——mnmumawmm“
In genami,

nxuu&nmummmmm
Pationta. Unanserac quastiors osncerming T reievance # humams of
1 vitro dagenicity shudkes 8d repmAUCve Tosiciy Skudins in snimats
given high parentersi doses of acyclow for Bhort periods (ses
Foetiy) shoui be boma in

frested with aliher intermitient or Chronic suppreesive therapy, Clinically
signifcant resietance, although e, i fmere ikely B b8 Seen wilh pro-
mumnqnmwm
with acive lasione.,

n-p.zunm

1 5 doute-biind, piaceho-conpolied study of 187 normal patents wih
locatzed Outanecus zoster indechen (59 randamized e soyclowir andd
34 10 placeba). acyclovir (800 mg 5 Smes dady for 10 deye) sheriened the
mbmmmwm—.mumw
recuced of new tewion lor-

maton33
In 3 simider double-bilnd, plecebo-controlied skudy in 83 nonmal petients
wih herpes zoster (40 rancomized 1o scyclovis and 43 b piacebo), &cy-
clovir {600 mQ § Smea duily for 7 chtys) shorenad e Mmes 1 cOMpiet
Isseon acabbing. hesling. and cessation of pain, reduced the duraton of
naw lesion lermation. and reduced the of iscahzed zoster-
BESOCEISG ASUDIGIC SyMploma (parmeinasia, Gyseathesia. of hyperes-
Bosn. 34
Chichenpor:
In a double-bind, plecebs-centrolied efcacy study in 110 nowmal
patints, 5988 5 10 18 years, who presenied within 24 hewrs s the onsel
o1 & typical chickenpor rash, acyclovir was administered orally 4 Smes
daly loe 5 7 days at doses of 10, 15, o 20 MgMg depending on e
age groun. Traaiment with acyclovir eacuced the maximum number of
#euione (336 va. greater than 500; lesions beyond SO0 wers not counted).
Traawment wih acyclove sieo shodened e mean Bme kb S0% healing
St o BTt merert Wi DT A1 veneiar fanns by e



QA & el Ofl ACPIOW 10 ASSISS I8 NUC K0 TuHBINGH b1 4
poasive Duragy. Doma puliants, such as fhees wilh very Frequen or
2overe apisedus belwe reaiment, Mey wanvat uninkerupied suppres-
alon {or oo Pgn & your.

«-mu-:&um-_-—m-—n-

Theas, s segitnen shouks be conaidered oedy 1o appeapriote pationts
e annusi re-evehsten.
B o132

mmmm-idm-p-—bmm
appwoach mary be mere apprepriste han & BEDRRMsve tegimen in
paliurts wilh ivaquent recurrences. *
Srrrecseysemised pataris Wity sourrent herpes infeciers can be
_m*mumwm—pw

Herpea 2euter industions:

10 » guublndiing, plasshe-cenirolied shady of 107 nermed pakents with
focalzed culeresus Toeter injecion {53 randomired is acycievr and
941 placee), scycievr (800 iy S ivmes dady for 10 duys) shortened v
e fo ioslon anbbinng. healng. g compiete cssasten of pein, and

fonion hesling, and cessston ¢l pain, mduced the duraien of
ww iwsivn formation, and he prevelemos of lecalzad 2eeter-

o o oyparas-
thesia). M4

» dovtie-bind, placebs-cenioled sfScacy shudy In 110 nommat
m_s-xemmp——amumanm
& ypical chichangox rash, scyclovr wae administered srelly 4 bmes
av,wt-rny--oo—um 15, o1 20 mgAe cupendeg en the
998 groum. Treatment wifh soyolav recuoed the masimum mumber ol
greater than S00;
Troatmant with acyciovir also shorkened the mean ma 1o S0% hesling
{7.1 days va. 8.7 deys), reduced e number of vesiculer lesions by e
360000 day of Weatment (49 va. 113), and decressed T proportion of
paients with lever {lempershse grastar than V00'F) by the second day
119% ve, 579%). Troatwent with acyciovir dhd et MNM
respere virue your kot
towing he resiment 3
In o concurent double-bind, placebo-cenveled sudies, 3 fotal of
883 normal petiensts, ages 2 16 18 years. were ervolled within 24 hours.
of ¥he anaat o & typical chickenpoX rash, and acyclovir wis administered
2120 mghg oraly Lp To 800 mg 4 kmes deiy lor 5 deye. In the larger
whdy of 815 chidren ages 2 o 12 years, Yesiment wilh acyclovie
recuced the Medien Masimum mumber of lesions (277 va. 300). reduoed
the mecien number o) vesicular lesions by the secend day of weatment
mnmwmnmunmu\m-u
34%).36 in adibon,
-unmmﬂmmzbuml.nmmuy-
dovir aino tecressed the proporion o) petents wih fever (vmperature
Gremter then 100°F), Anoissm, wnd lethargy by e secend dey of
ond decessect 1w wen mamber of resicusl lesions en
Day 283837 There wers no subeiental diferences in VZV-specibc
NUmoral or CBIST ITVTWANe FeSpONees Messusect Al one month lelowing
wmmmmuwsmmm
placebe 38

Disgresis:
Disgrosis imslution.
or rers rapid Gegrweis an sendard virsl o~

cleeled Gt cote  emeers proprad um esion euiulale o€ acrapings
may provide addikonal support 10 the cinical degnosie. ™
Wmn‘hmamwm
from herpes simples infectons.

Aoychovi i contrai for patents who
iniolerence =
lions
: Acyclavk Caeules and iebists are intended fer oral inges-
o evsy.

PRECAUTIONS: General: Acychivir has caused decresssd spermato-

20me acule shudies a1 high concentralions of drug (sse PRECAU-
ToNs e, wpairmert of Farlily}. The recom-

AND ADMINIS-
TRATION).

Expesurs of herpes simpiex and verosle-1esier ssistes 18 acyclovir i

10 con lead 10 e smergence of iees peneitve vinses. The pessbiity

of the appeerance of ises sensiive viruees in humens must be bome in

mmt—wmmmu&—nhm-—-

ity of and clnical

mnmmmmwuwmunmma‘
Miorotioiogy).

MACOLOGY-

Beceuse of he pusebsily Thal ks serwive veus may be selacted in
Patioria who are receivng acyclowr, sl pabems should be adveed to
take pariculet oare 1o svoid potenksl Eanemissien of vinm & active
lnsions are present wivls they &% en therapy. In severely Smmunocom-
Promised patierts, e physcisn showd be sware tal prelinged or
Tepmated Cowven of aCyclovir may resull in seloction et reemtant veuses
which may not kly reepond 1 conlinued acyclovs Sherapy.

Caulien shouid be exarciesd when sdministering acyclowr 1 pebents
rwcshing potentielly nephrotexic agenis sice v may nrease e riek
of ranal dyshancion,

deomation lur Patierts: Pationts are insirucied 9 consull with their

reastiondt whie taking orsky adminied Scycievs, of they have sny
oher questions.
wmmwm--mm»

] -'-MM 2 Ae,ehneq-n-
rxd tablots. ar for oral ingwation only. Meication shoukd ot be shered
wilh siters. The presonbed dosage shouid nol be eacesded. Acyclovir
Goes Aot abrmcate latent wuses. Patients are insvucted 1 ceneul with
Wheir physicien i Ihey do ot receive mafcient rebel & the Nequency and
severity of their genial herpes recuTencss.
Tw-m“uwmuumw

toucdy and
mmwm-mmmumm—umn
als; 2 placebo g o %
aowp-nymnmmhmummmmm
cmmmum-dnmmmmmwmhmm
Gentraions. causs chwo-
mosomad breaks, mmm-umm-mmltplw
por duy lor ene year
nnmmmm-mmmhmnnummddw
mom.u

Herpos Zoster infecions: Adults sge 50 e¢ oider wnd 1 have more
sevace shingies. and roabment wih acyciove shewsd more signifioant
Bonetit for oicer pabers. Trestment was Degun witin 72 hours of rash
ormetin thess shrime. and wes mere ussks § siarted witin the e
48 hows.

Chickarpox: Alhough chickengox in ofherwiee healty chideen
usually & seli-imded desass of mid ¥ moderrie seventy, adolescants
and acuts 19 1 have Mote severs Goesse. Treaiment was imbated
witin 24 hours of the iypical clucenges rash in the cenisuied shaber,

mmnnanaumm.mumymmm Howaver, thare s no

S bae e b




FMIMAN, ONG CETEASET 1D MIGen INFldAT W l.\l—-:nav-x-

Doy 20.3537 There ware ne mbstwiel diNarences in VZV-apeoiic
narel o oulivlar wod Wlowing
w#mwm-mm

ot wmanocyieingy alew mere mpkd diagresis s standud viral Ot

Mutinucieaed gt ouls in smears de ot distnguich vadcale-2a sler
wam harpes simpien ifectiens.
Acyolevk is cores for patents whe
. Iy piodinind

form.
WARNINGS: Acydevir capmiies and tabiets are inkundud ler aal inges-
Ton erdy.

PRECAUTIONS: Gonerut: Acyclovi has Coused decreased sparmarto-
wumwmhmmumm
e acule shudies st high conosntrations of drug (see PRECAU-
mwmwum.rv.m

DOSAGE AND ADIMINIS-

TRATION,

Expowrs of herpes simptex. sd varipele-Tomind atabes i Sayetevis i
YD can inact 10 T emargence of et sensiive viruess. The poseibaity
oL the appeerance of leen senellive virusss it fumens ot be beme in

ity ol
reapores 1o therapy e yet 1o be suisblisnsd (ees CLINICAL PHAR-
MACOLOGY-Microbiclogy)-
md'nwﬂm_m“nhwh
patiants whe are mosiviny acychovis, ab pasents shoust be sdvsed 1
ke partiodler care % aweid potaria! anenvesion of vinm # adive
m-‘w—l"ﬁ'ﬂ'lﬂww.hmm
mmmhmwu-—-umwm
Wmdwm*‘hmdﬂ-ﬂm
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ADVERSE REACTIONS
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Lows Iaquant acverss avents, asch of which accuamed in 1 of 296 patent
Foaknents with oraly administered acyclovir {0.3%), inciuded diarhes.
azziness, anorexia. (abgue, edoms. skin rash, leg pain, ingunat
Sdenopaitry. medication insle, and sore twoat.

' reperted in
8 chrical Wial for Ine prevenkon of secumences with confinueus
adminiatiaton of 400 mg ftwe 200 mg capsues) 2 Srmes daiy lor 1 year
in 580 pakents Neated wilh acyclowr wers: navses (4.8%), dianhes
(2.4%), headeche {1.9%). snd rash (1.7%). The $89 conirol patents
‘ecmvng intermitient bnstment o recurrences with acyclovir tor 1 yaar
seporied diarthea (2.7%), naman [2.4%), headsche (23%). and rash
0.5%).

The most requent adverse events repenec during te secend yeer by
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Siay: slepacia, pruritus, rash, uricern
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h- DOSAGE AND ADMMISTRATION).

DOSADE AND ADMINISTRATION: Trestwent of indial Genkal
Horpes: 200 mg (sne 200 mg capeulet avery 4 hours, 5 e dady for
10 days.
Chrenie Suppreseive Therapy for Recurrent Disasss: 400 mg o
200 mg capmuten, one 400 mg tablel) 2 bmes dady for up e 12 monts,
qu Ses INDICATIONS AND USAGE snd PAE:
for on M arspy
beyond 12 mache. Atiemelive regimens have inckuded doses rangeyg
$om 200 mg 3 Smas dady ® 200 mg S trnes dedy.
Inbarminent Therapy: 200 mg fone 200 mg capsule) every 4 heurs,
5 timas daiy for 5 days. Therapy shavit be indiated st the earkes! sign
of symptem {precreme) of remrence.
Aowas 2 " -
400 mg tablets, vree 800 mg tebief] every & heurs orally 5 tenes dudy for
710 10 days.
Trostmnt of Chickenper: Chiden (2 yoors o 208 and Dhigr}
20 mg/g per deve oraty tour Smes dady (80 mokgiday) fee S days.
Chiisoen over 40 hg shaukd Teceive the adull dess tor chicherpo.
Aculls and chikiven over 40 Rg: 600 mg fews Wenes daily for § days.

el funchon in restered

el
1o derive the meximal benehis of therapy.
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Ao =y
0w 200 wvony 12 wury.
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 074750

CHEMISTRY REVIEW(S)



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Chemistry Division II - Branch VI
Abbreviated New Drug Apglication Review

Lek Pharmaceutical and Chemical Company d.d.
Verovskova 57

61107 Ljubljana

Slovenia

LEGAL BASIS FOR SUBMISSION
ZOVIRAX® Capsules, 200 mg

Glaxo Wellcome

3030 Cornwallis Road

Research Triangle Park, NC 27709

Acyclovir is covered by Patent #4199574, Expiration Date April
22, 1997. The firm acknowledged the patent. An exclusivity for
the treatment of varicella infections expired February 26, 1995.

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Acyclovir USP N/a

AMENDMENTS AND OTHER DATES:

Firm:

9/15/95 Original submission.

4/22/96 Amendment - Response to Agency's Bioequivalence Request
for Information letter of 3/18/96.

8/7/96 Amendment - Response to Agency's letter of 5/21/96.

9/23/96 Correspondence - Inclusion of Bioequivalence
Dissolution Specifications.

2/17/97 Amendment - Response to Agency's Facsimile Request of
2/4/97.

FDA:

10/23/95 Receipt acknowledged.

3/18/96 Issuance of Bioequivalence Request for Information
letter.

5/21/96 Issuance of Not Approvable letter.

9/6/96 Issuance of Bioequivalence No Further Questions letter.

2/4/97 Issuance of Facsimile Minor Amendment.

PHARMACOLOGICAL CATEGORY 11. RX or OTC
Antiviral Rx

b)4-Confid Comm



ANDA #74-750
Review #2 Page 2

b)4-Confid Comm

13. DOSAGE FORM 14. POTENCIES
Hard Gelatin Capsule 200 mg/capsule
for oral administration

15. CHEMICAL NAME AND STRUCTURE

Acyclovir USP
CgH;;NsO;; M.W. = 225.21
CAS [59277-89-3]

|
H N
N//“iII:: €>
s I
H,N N
LO

OH

1. 9-[ (2-Hydroxyethoxy)methyl]guanine.

2. 6H-Purin-6-one, 2-amino-1,9~dihydro-9-{ (2-hydroxyethoxy)-
methyl]-

USP: White to off-white crystalline powder. Melts at
temperatures higher than 250°, with decomposition. Soluble
in 0.1 N hydrochloric acid; sparingly soluble in water;
insoluble in alcohol.

Merck: Crystals from methanol, mp 256.5° - 257°. LDs, in mice
(mg/kg): > 10,000 orally; 1000 i.p.

16. RECORDS AND REPORTS
3/8/96 - Bioequivalence review, M. Park.

3/20/96 - Labeling review, C. Hoppes.
3/13/96 - Chemistry review #1, G.J. Smith.
8/27/96 - Bioequivalence review, M. Park.
9/3/96 - Labeling review, J. White.
1/21/97 - Chemistry review #2, G.J. Smith.
2/26/97 - Labeling review, J. White.



17.

18.

19.

ANDA #74-750
Review #2 Page 3

COMMENTS

The firm has resolved all major questions regarding the
chemistry, manufacturing and controls sections of the
application.

Labeling was found to be satisfactory.

The Division of Bioequivalence found the drug product equivalent
to the listed drug.

An acceptable EIR was issued by the Office of Compliance.
Methods Validation was found satisfactory.

DMF for drug substance was satisfactory.

The application may be granted Tentative Approval.

REVIEWER: DATE COMPLETED:
Glen Jon Smith March 4, 1997
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1
Acycliovir Capsules LEK
200 mg Capsules Ljubljana, Slovenia
ANDA #74-750 Submission Date:
Reviewer: Moo Park September 15, 1895
Tilename: 74750SD.995 February 15, 19396
Revi f_T ; ang Di

Review of Lek's two in vivo bioequivalence studies comparing its
200 mg strength Acyclovir Capsules to Burrougns Wellcome's 200 mg
strength Zovirax Capsules under fasting and non-fasting

conditions. The firm submitted in vitro dissolution data for
review.

Acyclovir is 9-[(2-hydroxyethoxy)methyllguanine, a synthetic purine
nucleoside analog with in vivo and in vitro inhibitory activity
against (in decreasing order) herpes simplex types 1 and 2 viruses,
varicella zoster virus, Epstein-Barr virus, and cytomegalovirus.
Acyclovir is converted by enzymes present in virus-infected cells
into an active form, acyclovir triphosphate, which interrupts viral
DNA replication. Acyclovir capsules and suspension are indicated
for treatment cf initial episodes and management cf recurrent
nerpes simplex virus genitalis in certain patients. The capsule,
suspension, and czblet dosage forms are indicated for Zrsatment of
acute herpes zoster and chicken pox.

acyciovir cral zbsorption is slow, -rariable, zand incomplete, with

sbgolute piocavailabilizy estimated =zt about 1z-30%. 2eak bklood
concentrations cccur approximately 2.5-2.5 hours Iollowing oral
dosing. There are no active metabolit=s. Studies :in wnich 0.5 to
15 mg/kg were zdministered IV <o patiencs with normal renal
funcrion vielded eliminacticn half->ives of I to 3 hours. Renal

excreticn is tha major route of elimination with 45-73% ci a dose
recovered unchanged in the urine.

Acyclovir 1s marketed as Zovirax 3urrcugns-wWell
zapsules YDA =18-828, 1/25/85), 3200 mg and =00 mg
%20-089, +/30/%1!, and cral suspension 200 wmgsS mi .NDA
12/22/89).

come) 200 mg
T s (NDA
9-909,

TII. Summary oI ZSicequivalence Stugy Trocegureg
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Protocol # N/A

Study # 9504ACI-1

Brief description of the study

This randomized, single-dose, two-way crossover study was
conducted with 27 healthy male volunteers in accordance with
the Protoccl. In each period, subjects received a single 200
mg dose of either LEK's Acyclovir Capsules or BW's Zovirax
Capsules following an overnight fast. There was a one-week
washout between treatments. Blood samples were collected
pre-dose and over 24 hours after each dose. Plasma
concentration of acyclovir was measured by a fully validated
HPLC procedure. Pharmacokinetic and statistical analyses were
performed to compare the test and reference treatments.

Objective of the study:

The objective of this study was to determine
biocequivalence of-two acyclovir capsule formulations a

administration of single doses to healthy volunteers under
fasting conditions.

Study design: Randomized, single-dose, two-way crossover study
under fasting conditions.

Study sites:
Clinical study:

b)4 - Confid Comm

Analytical study:

Study dates:

Clinical scudy: 1/14/95-1/15/95 {(Zeriod 1)
1/21/95-1/22/95% ,Periocd 2)

Analytical study: N/A

Investigatcrs:

b)4- Confid Comm




)

P

W

n

[Fe

(b)4 Confid Comm]i

Jrug Products

-~

A. Test: 200 mg Acyclovir Capsules (LEK, _ot #2411094)

3. Reference: 200 mg Zovirax™ Capsules (3Surroughs Wellcome,
Lot #401622)

Dosing: All doses were administered with 240 ml of room.
temperature water following an overnight fast.

Subjects: Twenty-seven (27) subjects who entered in this study
were normal healthy male volunteers in the age range of 20-45.
years, and within 10% of their ideal weight as specified in.
the protocol. All subjects were selected based on the absence
of any clinically significant findings on the medical history,
physical examinaticn and clinical laboratory evaluations.
Inclusion and exclusion criteria in the protocol were followed
in the selection of the subjects.

Confinement: During the confinement periods of this study,
subjects were housed and fed at the clinical facility.

Food and fluid intake: Standard lunch and dinner were served
on each day of drug administration. The drug products were
administered with 240 mL of tap water. 200 mL of soft drink
containing no xanthine was provided at 2 hours post-dose.
Water was ailowed ad lib. after 4 hours post-dose.

Washout period: One week.

2lood samples: In each pericd, 10 mL cZ :lood samples were
collected atc 0, 0.33, J0.66, 1, 1.33, 1.66, 2, 2.5, 3, 4, 6, 8,
10, 12, ana 24 hours. Plasma was separated and all plasma
samples were stored frozen at -18°C until =-ransfer to the

laboratoryv Zzr analysis.

Subject zafety  monictoring: Subjects vere asked to
spontaneousiy report any signs or symptcms that might be
related to the drug products.

Adverse rzacticns: Cn each dosing pericd subjects were asked
Lo report any signs or symptoms judged == ce drug related.

AZnalytical crocedure: Zlasma samples we
reezer ana saipped tc the analytical L‘bor
samples were assaved by a HPLC method with

cackaged in a
cry. The plasma
TV detector.
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AUCI and CMAX.

BE_ Stud 3 £ . it
Protocol # N/A

Study # 9505 ACI2

Study design: Randomized, single-dose, three-way crossover
study under fasting/non-fasting conditions.

Study sites:

Clinical study:

b)4-Confid Comm

Analytical study

Study dates:

Clinical. study: 2/4/95-2/5/95 (Pericd 1)
2/11/95-2/12/95 (Period 2)
2/18/95-2/19/95 (Period 3)
Analytical study: 4/19/95-5/11/95

Investigators:

b)4-Confid Comm

Treatments/Drug Products:

A. Test: 200 mg Acyclovir Capsules (LEK, Lot #2411094) under
non-fasting conditions.

B. Reference: 200 mg Zovirax® Capsules (Burroughs Wellcome,
Lot #401622) under non-fasting conditiocns.

C. Test: 200 mg Acyclovir Capsules (LEK, Lot #2411094) under
fasting conditions.

Dosing: All doses were administered with 240 ml _of _room
temperature water following an overnight Zfast or within 10

minutes after consuming the breakfast depending on the dosing
schedule.




0

11.

12.

13.

Iv.
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Subjects: Sixteen (16) subjects who were entered in this study
were normal healthy male volunteers in the age range of 20-40
vears, and within 10% of their ideal weight as specified in
the protocol. All subjects were selected based on the absence
of any clinically significant findings on the medical history,
physical examination and clinical laboratory evaluations.
Inclusion and exclusion criteria in the protocol were followed
in the selection of the subjects.

Confinement: During the confinement periocds of this study, the.
subjects were housed and fed at the clinical facility.

Food and fluid intake: Standard lunch and dinner were served
on each day of drug administration. The drug products were

administered with 240 mL of tap water. 200 mL of soft drink~

containing no xanthine was provided at 2 hours post-dose.
Water was allowed ad lib. after 4 hours post-dose.

Washout period: One week.
Blood samples: In each period, 10 mL of blood samples were
collected at 0, 0.33, 0.66, 1, 1.33, 1.66, 2, 2.5, 3, 4, 6, 8,
10, 12, and 24 hours. Plasma was separated and all s ’
were stored frozen at -18°C until analysis.

Validation of Assay Method for Plasma Samples

b)4-Trade Secref
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V. In Vive B ; ] - . rical Analysi

A. St]]dl: deer fast:ing CQndjtj ons ._.{:i'z- ‘:‘

A total of 28 subjects were recruited for the study but onlyfziﬁ ?fﬁ
participated in the study and completed two periods of study-

successfully. There was no drop-out and there was no missing
sample.

Adverse reactions were followed according to the protocol of the
study. No clinically significant adverse reactions were reported.

_ - _
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1. Mean plasma levels
The mean plasma levels for the test and reference products are

comparable as shown in Table 2 and Fig. P-1. The test/reference

ratics (RMEAN12) for the mean plasma levels range from 0.99 to
1.40.

Table 2. MEAN PLASMA ACYCLOVIR LEVELS FOR TEST AND REFERENCE PRODUCTS

| MEAN1 | sSD1 | MEAN2 | SD2 | RMEAN12
------------------ Rl Rl i DRl L it R il e it
TIME HR 5
0 0.00 0.00 0.00 0.00 J°
0.33 0.03 0.04 0.03 0.04 1.05
0.67 0.22 0.12 0.16 0.08 1.40
1 0.30 0.13 0.26 0.09 1.18
1.33 0.33 0.12 0.31 0.12 1.07
1.67 0.32 0.11 0.31 0.14 1.04
2 0.30 0.11 0.29 0.13 1.03
2.5 0.27 0.09 0.27 0.12 0.99
3 . 0.24 0.08 0.24 0.10 o
4 0.19 0.08 0.18 0.07 c04]
6 0.12 0.05 0.11 0.04 108
8 0.07 0.03 0.07 0.03 1.05
10 0.05 0.02 0.04 0.02 1.11
12 0.04 0.02 0.03 0.02 1.40
24 0.00 0.01 0.00 0.01 1.11

UNIT: PLASMA LEVEL=MCG/ML TIME=HRS
MEAN1=TEST; MEAN2=REFERENCE; RMEAN12=TEST/REF RATIO



2. Pharmacokipetic parameters

The test/reference ratios for the non-transformed and log-
transformed AUCT, AUCI and CMAX range 1.0-1.10 as shown in Table 3.
The 90% confidence intervals for the log-transformed AUCT, AUCI and
CMAX were all within the 80-125% range as shown in Table 4.

Table 3. EST MEAN/REFERENCE MEAN RATIOS (*ANTILOG CONVERSION)

UNIT: AUC=MCG HR/ML CMAX=MCG/ML TMAX=HR

Table 4. LSMEANS AND 90% CONFIDENCE INTERVALS

| LSMEAN1 | LSMEAN2 | LOWCI12 | UPPCI12

------------------ B il e

PARAMETER

AUCI 1.94 1.80

AUCT 1.71 1.58

CMAX 0.38 0.35

LAUCI 1.84 1.71

LAUCT 1.61 1.50

LCMAX 0.36 0.33

UNIT: AUC=MCG HR/ML CMAX=MCG/ML TMAX=HR

B.  Study under non-fasting Conditions

A total of 16 subjects participated and ccmpleted three periods of

the study successfully. There was no drop-out and there was no
missing sample.

Adverse reacticns were followed according to the protocol of the
study. Yo ciinically significant adverse reactions were raported.
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1. Mean plasma levelg

Table 5 and Fig. P-2 show the plasma acyclovir-time data for the
food study. The food effect was not clear-cut according to the
data in Table 5: The mean peak concentrations were 0.35 mcg/mL for
all three treatments. The time for the peak concentrations were 2
hours for the test and reference products under non-fasting
conditions and 1.66 hours for the test product under fasting
conditions. It appears that under non-fasting conditions the test

product showed 15-17% higher concentrations over the reference.

product. See the RMEAN12 in Table 5, which is the ratio of
test/reference under non-fasting conditions.
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MEAN PLASMA ACYCLOVIR LEVELS FOR TEST AND REFERENCE PRODUCTS

MEAN1=TEST-FOOD
MEAN2=REFERENCE- FOOD
MEAN3=TEST-FASTING

! | MEAN1 | SD1

[t it Fromm T -

'TIME HR

|0 0.00 0.00

0.33 0.00 0.01

0.67 0.03 0.06

1 0.09 0.13

1.33 0.21 0.13

1.67 0.30 0.08

2 0.35 0.05

2.8 0.35 0.08

3 0.34 0.10

4 0.29 0.10

6 0.15 0.05

8 0.08 0.03

10 0.05 0.02

12 0.03 0.02

24 0.01 0.01

(CONTINUED)

| RMEAN12 | RMEAN13 | RMEAN23

------------------ S i e i
TIME HR
0 .
0.33 1.17 0.16 0.14
0.67 1.17 C.14 0.12
1 0.82 0.30 0.37
1.33 0.93 0.62] 0.67
1.67 1.02 0.86 0.85
2 1.00 0.99 0.99
2.5 1.15 .07 0.94
3 1.15 .17 1.02
4 1.16 1.37 1.18
6 1.08 1.32 1.22
8 1.03 .21 1.17
10 1.12 1.26 1.12
12 1.02 .35 1.32
24 3.00 1.88]| 0.63

UNIT: PLASMA LEVEL=MCG/ML TIME=HRS

. 2harmaccginstic varasmerers
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The test/reference ratios for the PK parameters under non-fasting
conditions are shown as RMEAN12 in Table 6. The ratios for the
log-transformed AUCT, AUCI and CMAX are 1.14, 1.16, and 1.03,
respectively. The ratios met the requirements by the Agency.

The ratios (RMEAN12, RMEAN12 and RMEAN23) show that there is no
clear-cut food effect.

Table 6. TEST MEAN/REFERENCE MEAN RATIOS (*ANTILOG CONVERSION)
MEAN1=TEST-FOOD

MEAN2 =REFERENCE -FOOD

MEAN3=TEST-FASTING

PARAMETER

AUCI 1.16 1.11 0.96
AUCT 1.14 1.10 0.96
CMAX 1.03 0.94 0.92
KE 0.94 1.00 1.07
LAUCI 1.16|~ 1.22 1.06
LAUCT 1.1417 1.22 1.07
LCMAX 1.03 1.04 1.01
THALF 1.42 1.27 0.89
TMAX 1.11 1.68 1.51

VI. Feormulaticn

Table 7. shows the composition of the test preducts, 200 mg
Acyclovir Capsules bv LEK. The reference crroduct contains corn
starcn, ractose, magnesium stearate and sodium lauryl sulfate.
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Table 7. Composition of LEK's Acyclovir Capsules

Ingredienc Amount, mg

Acycliovir, USP 23 200

Lactose monochydrate, NF 18

Pregelatinized starch, NF 18
Talc, USP 23 b)4-
Sodium lauryl sulfate, NF 18 S

Colloidal silicon dioxide, NF 18

Magnesium stearate, NF 18

Total 400

Agsay and content uniformity data are summarized for the test and
reference rmoduct“ble 8. The batch size of the test product
was [\ Arc

Table 8. Potency and Content Uniformity

Product Lot No. Potency, % Content uniformity
(%CV)

Zovirax, 200 mg 401622 101.0 102.3 (1.7)

Test, 200 mg 2411094 100.4 100.6 (1.9)

2. D] lut] cesting d

The dissoluticn testing was performed in $00 mL of 0.1 N HCl using

apparatus 1 (paddle) at 100 rpm with dissolution specifications of

NLT h\4 ¢issolved in 30 minutes (see Table 2). The FDA method

calls for water as dissolution medium instead of 0.1 HCl used in
the dissolution testing. The firm is recommended to perform the
disscluticn testing in water and submit the data for review:

FDA methoad:

Medium: %00 mL water

Apparatus 1 {basket) at 100 rpm
Tolerances: NLT(h\A:u130 minutes
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(200 mg czpsules):

A total of 28 subjects were recruited but cnly 27 participated
and completed two periocds of study successrully. There was no
drop-out and there was no missing sample.

The mean plasma levels for the test and r=ference products are
comparable. The test/reference ratios (RMEAN12) for the mean
plasma levels range from 0.99 to 1.40.

The test/reference ratios for the non-transformed and log-
transformed AUCT, AUCI and CMAX range 1.0-1.10 as shown in
Table 3. The 90% confidence intervals for the log-transformed
AUCT, AUCI and CMAX were all within the 80-125% range. -

2. Study undexr non-fasting Conditions (200 mg capsules):

A total of 16 subjects participated in the study and completed
three periods of the study successfully. There was no drop-
out and there was no missing sample.

The food effects were inconclusive: The mean
concentrations were 0.35 mecg/mL for all three treatments.
appears that under non-fasting conditions the test product
showed 15-17% higher concentrations over the reference
product. The ratios for the log-transformed AUCT, AUCI and
CMAX were 1.14, 1.16, and 1.03, respectiwvely. The ratios met
the requirements by the Agency.

3. Agsay validation: Pre-study validation and within-study
validation are acceptable except the recovery data which were
not submitted.

1S

Adverse reaction (200 mg capsules): No clinically significant

adverse reactions were reported for ==Ze fasting and non-
Zasting studies.

n

The batch size of the 200 mg tast :croduct was -{h\A-

6. The formulacion of the 200 mg test prcduct does not contain
inactive Iagredients which may adversely affect its
picavailabiliity.

7. The dissolution testing was done in 0.. N HCl. The firm is
requested -2 use 900 mL water as the Zissolution medium in
apparatus . at 100 rpm with tolerances of NLT (|p\4 in 30
minutes.

IX. Zefici iss

~. The Iirm s reguested Icr the comparac.Lw s Sissolution cesting
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using 900 mL water as the dissolution medium ip apparatus 1 at
100 rpm. Tolerances are NLT ‘lh\/ (Q) in 30 minutes.

2. Submit the recovery data obtained during pre-study assay
validatien.

X. Recommendation

The in vivo bioequivalence study conducted under fasting and non-
fasting conditions by LEK on its Acyclovir Capsules, 200 mg.
strength, lot #2411094, comparing it to Burroughs Wellcome's
Zovirax® Capsules, 200 mg strength, lot #401622, has been found
incomplete by the Division of Bioequivalence. The applicant:

should be informed of the deficiencies #1-2. S

The firm

Moo Park, .D.
Review Branch III
The Division of Bicequivalence
e R 5 - - - TS W

RD INITIALED RMHATRE
FT INITIALED

345
Date: /;/ &/ ?;

Concur:

Ke1 .
Director
Division of Bioequivalence

Chany, Ph.D.

cc: ANDA #74-750 (original, duplicate), HFD-600 (Hare), HFD-630,
HFC-130 (JAllen), HFD-344 (CViswanathan), HFD-658 (Mhatre,
Park), Drug File, Division File

File history: Draft(2/27/96);Final (3/7/96)
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Table 8. In Vitro Dissolution Testing Data

I. General Information

Drug Product {Generic Acyclovir Capsules

Name)

Strength 200 mg

ANDA Number 74-750

Applicant LEK

Reference Drug Burroughs Wellcome's 200 mg strength
Product Zovirax® Capsules -

II. USP Method for Dissolution Testing

Medium and Volume 900 mL 0.1 N HC1

Apparatus and rpm | Basket, 100 rpm

Time 30 min

=44l -

Assay Method M

III. Dissolution Data (%)

e | FOlex

Time Test Product Reference Product

Lot N0:2411094 Lot No:401622

Strength:200 Strength:200

No of Units:12 No of Units:12
Min Mean Range %CV Mean Range %¥CV
10 98 1.1 88.1 13.8
20 89.2 1.0 100.3 2.8
30 99.1 1.0 100.5 2.9




ANDA 74-750
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LEK Pharmaceutical and Chemical Co. d.d.
Attention: Andrej Gasperlin
Authorized U.S. Agent
333 Sylvan Avenue, 2nd Floor
Englewood Cliffs NJ 07632

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Acyclovir Capsules 200 mg.

L. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The following dissolution testing will need to be incorporated into your stability and quality

control programs:

The dissolution testing should be conducted in 900 mL of water at 37°C using USP 23
Apparatus I (basket) at 100 rpm. The test product should meet the following specifications:

Not less than'|y ) fof the labeled amount of acyclovir in the dosage form is dissolved
in 30 minutes.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory

issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/f—w Keith K. Chan, Ph.D.
.+ Director, Division of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation and Research
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FIG P—1. PLASMA ACYCLOVIR LEVELS

ACYCLOVIR CAPSULES, 200 MG, ANDA #74-750
UNDER FASTING CONDITIONS
DOSE=200 MG
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1=TEST PRODUCT(LEK) 2=REFERENCE PRODUCT (BW)
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FIG P—2. PLASMA ACYCLOVIR LEVELS

ACYCLOVIR CAPSULES, 200 MG, ANDA #74-750
UNDER NON-FASTING CONDITIONS
DOSE=200 MG
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